A toxicologic evaluation of ethyl fluclozepate (CM 6912).
This paper presents the results of acute, subacute, and chronic toxicity studies on ethyl fluclozepate (CM 9612). Acute toxicity was studied in rats and mice of both sexes by oral and intraperitoneal routes. This study established the very low toxicity of this compound. The LD0 by the oral route in these two species is at least higher than 4 g/kg, whereas by the intraperitoneal route the compound has a LD50 of 645 mg/kg at the lowest level. The 3- and 6-month subacute and chronic toxicity studies were carried out in baboons and in rats. The only effects observed during these studies were sedation in the baboon, a slight decrease of the heart rate also in baboons (6 months), and the presence of foam cells in rat lungs after only 6 months of treatment. The sedation and the decrease of heart rate are not toxic effects, but rather the consequence of the anxiolytic activity of CM 6912. Pulmonary foam cells occurred in rats only after a long period of treatment (6 months) and at very high dose levels. This lesion was considered evidence of pulmonary phospholipidosis, a change known to occur frequently with compounds of this nature.